



r I S^^KIilUff 


CO 70 171/AI 


107 

AVI 


COTDinyM 107E 


AS IK 3l/i4S 

A 0 4 IK wl/lw 


ABF 


AS IX 81/445 ABF 




AHA 


ADA 




AP¥ 


AEM 


















* 

(7DiiiiA oomaBfi 








(22)illiB 




imWni^ft2TB44tl^ 










































warn BIB t: 






mUlliBIUJM^/D15IIOii 












MHdK 





(I) 



I 



(2) 



1Mllf9-208584 



1 

mmm) 




o-{ H-(aij)i-am-(ayn-K-^ 




(I) 




ni:2] 

x'-(ciyi-coffl-{ciyii-M 




(n) 



Iftt n(i2H12<0tfti'i^. 
[|||«fl4lT£5CII'tjr$til^m 

fy;=CHCONH-(CH,)n-N-^ 




(n') 




[fl:5] 

(W) 




2D mttJ:l^7x::4/74.;J/-^/H,lttl5tl-l 
iWSftl-8t^ttLTtJ:lUN0T/W 

[ii«58iTE3i:viti$<i6^ism 



(VI) 




3 

m9]llg3«vilt)r>ifni^i£>m. 

h. n(i2K12mt:jrt. 

[III^IXI 0] T&:vilItjF$^i^«i|«IM:. 

RrN-iayn-MH 0 



3) m9'20B5SA 

4 

[0002] 

m. 7\^M^y{n^m)i^. PuvA 
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27 [«wle 16] 597-602. 1995.^ 
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DW^S^;^/!"^?-/^. Ait»liilti«l-I2t 

t. it. R'ii^-<flZtcnXfsuyy. -huh 

100 25 J (8)Tia*VlT«SiiWl<or5HII 
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[ftl6] 
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Wiwi 2t^:^Hf>«lADy>, -KoA*k« 

K«l-8rMiMLTtJ:^W3 

2T^^^>iiy^oy>'. -hDj^*k\tt;(h#i^ 

mnxU^^7i:^7fif:i^ym::m 
TKt. 4f.\ K'ihoiZti:')Xf\uyy. - ho 

K«iMWi. ntt2H12<^«:fllt, 
10031] (10)TieiCVIIItii?$iiMl<^rS 

[0032] 
[^18] 

RiTH-iayii-ia Q 



2D 




[0027]«VI>t>. R*<**Ot>.RUiW« 
l-8ti«iltU(.J:v W/'f/l^l, IWt 
l-8t^Hli^tUtt»J:iVNDrA';^y>(Al, JK 

m'/mmx{>i\>^7i^7fi^tiMi^ 

S. W»l'-l 2T<yHf>aiiADyy. -hoA 
i k>tt;< K#i/llHI:t It t J: ^>7 X y^s/T/P;^ 

iitWLT (» J: v^7 1-A'7;^^#y;>;^»H^• 
*t. Ifc. R, R'*«-oi:<r-)TAoy>', -hD 

him h^yWkmixii\.^^mik^ a 

Hf-jMW-i. nli2H12<^tt!ttii^. 
[00281 (9)TaE3«Vlltjp$ni3t]<^rSH« 

m^^itMi^t^mchh. 

[0029] 

[fl:i7] 



(00331 OTl'l', R*«*t^t>,RU 
»l-8t*«IHLTtJ:kW;>y>f;i«. n 
9il'-8'Cmmxiimu7i^flMm. 

X. I«t 1-1 2T<:^^y«J:ADyy, zhD|>, 
h^JiWyifclfltt J:v^7iy#j/7A';^ 
/'f**. mi-8t5HMietLnJ:vW3 
30 mi-8t^fcirutJ: 

Mtet IT t J: t^7 xi; W3^y;>iP,fi;H^ 
^rf. 4/::. R. R'ihoiztcnXWy.^-hu 

him h^mmixixmim^ s 

[0034] JCV, ^VU^VIOIUR, RWS 

yi^otiimu'). w;k rotrsr- 

40 W^MzilV. \x-7h^yUf^:il\^. tert- 
[00351 <l<Oft^Sni9CllP$L7 iKf<tlD 
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iai' fHi/m=J[^ {ho c)ff)H^mVM 

(z) mi^^m-mimhitizi^x 

l0043JII(6)a3V^T.;r-h^P-r (1 
[ 0 0 4 4 ] IS ( 7 ) tH^V^t . jltfiMci<^ 

[ooAsmmiz^wx.twmmfs 

i:i<:i:mi. it:. i\u7i\^fj>ftMb^ 

[ 0 0 4 6 ] li ( 9 ) CiJV^T. «(IOftiHKii»D 
*U7S1«. x^/-n/, n-WV 

100471 x%m7^ mm 

mt ixnud^mummmn : ^ 

^7t;Hn. iM. mm. m. n 
m. yuvmmt^i. mnmn 
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[00491 Ait^mt^^t^tftttti, m 

[0050] 

im] a:C, :«cMl^ldMCJ:'7Ttf AtMC 

vfiti. m^zx^mmmfi 

f-^tt, I R;^'^^' hA*lB*Ml R-8 1 0, > 
H-NMRX'^hit'tt Viriin Ikiity 400 Ml An«re 

[0051] imi) 

4-r3-r\ys;;u^i/)>/itoP7gy)rDtf 

2.4-y7DD-3--hD^yy>'0.19g (0. 
768»I)»IW- CC^i^iWJ/;^*^) - 
l,3-rD/t;<my0.16g(0.768«rf) 

mxmMta^. lovamiximm 
fuyciiu ^,««(Mgso()iiii 

7-f-i:ftU n-^n:^^MlIf A' (2 : Iv/ 
») itiil^iO. 4- [3- {Kyifi^m 
jrcrt.T§/) rotfJlTS/] -2-;ao-3-- 
hD#yuy0.27g(0.651aol)IMM;|; 

l0052]»H-NMR(CDCli)M»i) :1. 
79(2H.m), 3.35(4H,m), 5.02(1 
H.br). 5.18(2H.8), 7.15(lH,b 
r). 7.37 {5H.m). 7.57 (lH.t.J-8. 
OHz). 7.73(1 H.t.J-7.8b), 7.90 
(lH,d,J-8.4liz), 8.21 (lH,d,J-8. 
OKz) 

[0053] {m2) 

3'7V'A' [3- {<WJimi^Mzi\,7 

4- [3- (^:^>^n^*#j/;»A'<JiA^r$/) me 
A'TS/] -2-^00-3-- w;;^o.27 
g ( 0. 6 5 iBDl ) /-M OilcmiU i 
illlil&tmo.22g (0.390»1) ^UiZ 
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(0.312»ol) LtftJ::. 

[0054I»H-NMR(CDC1j)^ (w) :1. 
76(2H,in), 3.30 (2H,in). 3.42(2 
H.q,J-6.3iiz). 4.21 (2H.b8). 4.44 
(lH.br). 4. 92(lH.br). 5.16(2 
H.s). 7.30-7.39 (5H.in), 7.46(2 
H.m) , 7.89 (2H.m) 
[0055] imS) 

1 - r 3- iK:/^M^i/iil[fifc.A,r^J) 7Ptf 
rt/1-4-yOD-lH-^S^V^f4. 5-c]^y 

3-T5/-4- [3- {Kyyimym=.l\^7 
Sy) TDtA'TS/J -2-;DD^yij>'0. 1 2 
g (0.31 2»ol) Ch»jxW;Ph5^A'>-hO. 
52il(3.12wl)m. 100T:(aiU3. 

swmi^. KiCi^ifiniitt, i- [3- 

{Kyi/A^t^i/M^m^n^) raw -4- 

g (0.304BO1) ^ditfifii^aTll^. M 

l0056]iH-NMR(CDCIj) ^ (pn) : 2. 
24(2H.m), 3.36 (2H.q.J=6. 41b), 
4.67 (2H,t,J=:7.0te), 4.95 (IH.b 
r). 5.14(2H.s). 7.31-7.39(5H. 
m), 7.62 (lH,t.J=7.8llz), 7.71 (1 
H.t.J=7.8llz). 8.09(lH,s). 8.13 
(lH,cl.J==8.4fe). 8.21 (IH.d.J^S. 
4llz) 

[0057] (jUfeM4) 

l-(3-7£y7Dt:^) -4-^DP-lH-^S 

^/r4.5-ci*y'jy.»iMa<^ti^ 

1- [3 - {K>i/)mi/M=-ivnj) rot 

/H -4-^DD-lHM S/y [4.5-c] :!fy 
';:^0.12g(0.304«)l)CAm-|«[3 

sjc] 3iim, 2iati.5i»iaiiffU:. m 
(Natso4) ttfftt^XETfftu mtv^w 

J:l i-(3-7SyrDW-4-;DD-iH 

->(S^V[4.5-c]^>'>J>-g|«ffl60«(0. 
187»1) ^8it^((c^Lm. M<mt 
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(IH.s) 

[0059] (aW5) 
-c]»y'J>'-4'7$^<0^& 

1 - ( 3-r$ /row -4 "^'Do- 1 H->f $ 

^y'[4,5-c]:|r/yy-M(ttfi60« (0.187 

Ml) t«awsi6tcAfi. /f/^i^ioMm 
mmufy-mmix. i - 

(3-TS/rQt/l^)-lH->(Sr/[4.5- 

c]:^ryyy-4-rs:^ii«(o.o4 55«i) 

tlBlim«fi(nip:243-245X:(^M)) 

H. 

[0060] IR(KBr)cr':3320. 317 
0. 1650 

iH-NMR(DMSO-di)^(ppi) : 1.93 (2 

H, m), 2.57 (2H.t,J=6. 61b), 4.64 
(2H,t,J=7.0Hz), 6.55 (2H.S), 7.2 
6(lH.t,J=7.2Bz), 7.44(lH,t.J = 
7.4te). 7.62(lH.d,J=8.0te). 8.12 
(lH.d.J«8.0Hz). 8.19(lH.s) 
[0061] {m(>) 

4- [3- (tert-rK4y)>/^;fc:il>T£y) Tntf 

;pr$y] -2-;Dn-3-ihP'^y'jy^ 

2,4-y7oD-3--ND#y»j:/0.59g (2. 
4 liBl) i.m- {\£d-nryi}Uzf\,) - 

I, 3-7ufVyi;7V/0.A2g (2.4 IbdI) i 
hUfl\^7V/\0ii^. 70T:t«Ul. 51? 

mf\^>mL m (Naiso* ) ftx 

mL 4- [3- {\ai'n^ym=-l\^7l 

J) TDt/PTS/] -2-;DD-3--hD#yi; 

:^0.61g(1.60Bol)^|t^A(inp:159 
-1 6 ID \:lX%t. :^Ot,WHt¥Wf-^li 

[00621 IR(KBr)crh3310, 168 
0, 1580 

»H-NMR(CDCl3)J(ppi) :1.50(9H, 
s), 1.77(2H.in). 3.27 (2H.q,J=6. 
liiz). 3.36 (2H,q.J^6.0llz). 4.82 
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4- (3- m-n^'yUA^MTV) roK 

g (0.7OB0I) txf ;-/p7iidi)!iu «fl:t 

t[Il] •2*IW0.55g(2.45«)l)mi 
Ki(Na}SO«)!l.ffiTM»ff£l^.l»» 

t;^-l«if-/Ki:iv/v)jiaiii^(:10.3- 

75>'-4- [3- (isri-nryUif^^f^T^ 
y) rntA'TSy] - 2-^dd:^>'iJ;^0. 1 5g 
(0.428B0I) IjfiftglSAaTtl^. 

[0064] iH-NMR (CDC li)»(p|i) :1. 

49(9H,8). 1.73(2H.m). 3.29(2 
H,t.J=6.2llz), 3.35(2H,q.J»6.0H 
z), 4.28(2H,b8). 4.60(lH,br), 
4.75(lH,br), 7.44(2H.in), 7.87 
(lH,d,J=7.6ll2), 7.94(lH.d,J«7. 
6llz) 

[0065! ims) 

l-f3-(tert-r h*v)»/i-iKz;priy)r 
3-rSy-4- [3- (tert-rh^j/;fr/t';ti-A'r 

sy) Toti^nj] -2-;DDdf yyyo. 1 5 

g (0.428aol)t:h!;xfA';rm;P>-hO. 
36il(2.14Hol)^i;tT. 1001CT2IMI$ 

t>mxximit:. mmmm 

^DQ:|:n'A->fy-A'( 150: 1-100: 
UMfmm'). l-[3-(t€rt-my 
;{f;l'd?iA'rs/) 7ne;H -4-^do-ihH 
$/y[4.5-c]#yy>0.14g(0.388«) 

I)ia€«*(inp:155'-156lC)tU1l 

[0066] lR(KBr)cr>:3380. 168 
0, 1520 

'H-NMR(CDCh)^ (ppi) :1.47(9H. 
s), 2.22 (2H.in), 3.30 (2H,q.J-6. 
4Hz). 4.68 (2H.t.J»7.2iiz). 4.7(1 
H,br). 7.66(lH.t.J=7.6ll2). 7.72 
(lH.t.J«7.6ilz). 8.09 (IH.s), 8.1 
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^] -4-;oo-lHHS//[4.5-c]#y 

yysov (0. 1 39HDI) itibxf i/y3iiai 

ffUh!;7A^aN0.Uil(1.39Ml)n 

iH-mtrnmiimmms 

^uutMTSmiSil. «i (NaiSO*) (ME 

( 3-T5 /TtJKA') -4-^00- 1 H-f Sf^r 
10 [4.5-c]Vy>14«(0.0536n)l}{-d 

[0068] IR(KBr)cr>:3400. 1S9 
0.1510 

iH-NMR(CDCli+CDiOD)^(lVi) :2. 
06(2H.m). 2.72(2H.t.J-6.8llz). 
2.98 (2H.br). 4.64 (2H,t.J«7. OR 
z). 7.57(lH.t.J«7.6ll2), 7.61 (1 
H.t,J-7.6iii). 8.03(lHs). 8.05 

2D (IH.d.J-B.Ob), 8.11 (lH,d.J«8. 
Ob) 

[0069] (MIMIO) 

l-( 3-rV70W -lHH$f/[4.? 
-c]»yuy-4-7sy<r)^tf(^^2) 

1 - (3-75/70 W -4-^OD- 1 S 
^Y[4.5-c]#/!;yi4il(0.0536»I) 

i((7:'%x73iim. i5ox:aiittimf 
3D 'ji^i^o.siimmitmt. i- 

(3-75yroeA')-iH-^Sfy[4.5- 

c ] y-4-7Sy8« ( 0. 0 3 3 laol ) «: 
[0070] (9M11) 

4- <yyji7sy-i-r3-(t€rt-ms. 
;»n^rft,;P75y)rptfn^l-iH-^sr/r4. 

5- cUy'j:/o^it 

1- [3- (tert-^h#i/;^;PdIrA'75/) TOtT 
40 iP]-4-^DD-lH->f5fV[4.5-c]4/ 

y :^ 3 0 u ( 0 . 0 8 3 1 »! ) C'^:^ i^n^7 S > 1 ii 

150TXttlLT3l|SIIWl^.iEF]l 
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(0.0811«ol)i:efe«*(niP:17l-17 

2.5t) turn. Mmmf-fm 

[0071] IR(ICBr)ci-»:3330. 170 

0. 1 590, 1 540 

iH-NMR(CDCl3)Mppi) :1.46(9H. 
s), 2.18(2H.m). 3.25 (2H.m) , 4. 
57(2H,t.J = 7.0lb). 4.64 (IH.b 
r), 4.95(2H, d, J=5.2llz) . 6.05 
(lH.br). 7.26-7.36 (4H.in). 7.4 
7(2H,d.J-7.6Hz). 7.51 (lH.t.J = 
7.6Hz). 7.82(lH.s). 7.92(2H.t,J 
«8.0H2) 

(00721 {mn) 

1. rw;y7peA>)-iH-^sy/[4.5 
-ci»y'j>-4-r£y<o^tf(^<o3) 

A-^yJU^n/'l- [3- (tert-n^i^ 
;>/P»7 5 / ) TO e/P ] - 1 H - ^ 5 f / [ 4 . 
5-c]df;ij:/30ig(0.0695i»i)«:fllft3i 

"CftU ^DD*/I.A-;t^y-/l'-32XWI 
(6:3;lv/v)jlllJi*J:9IWIl<^^^^ 

Tft^tm-mtkmi. i-(3-TsyrDe 

A')-lH-'f5r/[4.5-c]^y'j:/-4-T 
[0073] (IUt0l|13) 

4- [4- (tert-7K:^y^;P.-K3'7$y) T^fA- 

2,4->'7DD-3--hD:^y'jy0.72g (2. 
91m)\)Rm- (te^t-r^=^i/;5f/^;l^-/^) - 
1, 4-^75/7^:^0.568 (2. 97Bol)«:h 

yxwsynii*. 7oiccji«ui.5wa 

U (MgSO«) ft. l(Eri«tmL 
S*itn -^:^t>'-i;xf /H-f /t- { 1 : 1 v/ 
vlth'jfaU-MTfKL. 4-[4-(ter 
t-7h:^y;)A'»7i/) rW^y] -2- 
;oD-3--hD:^/ij;/0.97g (2.46IIOI) 
l'«i5»*(inp:1 25-1 26.5t:)hUft 
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r) . 7.52 (IH.t. J-7.7Hz) , 7.74 (1 

H.t,J-7.8lb). 7.91 (lH,d.J-8.4H 
z), 8.11 (lH.d.J=^8.4ilz) 
[0075] (m\A) 

4- [4- m-rh^yMzii^nj) w 

( 1 . 27wl) «:i^/-/H 3ilfcjffllL, ttftt 
10 f [11] •2;)^1.0g(4.43iK>l){:lDlllf 

aiSOi) fl. «Ef»««-ff*L^. mVyW 
Kxf ;K 2 : 1 v/v) jgajii^CJ: 0 SWfcti*). 

rnvmyifA^i-fmnxi^Kx. 3 

-75/-4- [4- (tert-yh^i';>rt^dfx/l.rS 

/)rW5/]-2-;DD:^/>J:/0.12g 

{O.S29m\)imhtlX%f:. Mm 

[0076] IR(KBr)cr»:3270. 168 
0. 1540. 760 

>H-NMR(CDCl3)d (ppi) :1.44(9H. 
s), 1.64(4H,in), 3.17(2H,q,J*6. 
OHz), 3.27 (2H.t.J=6.6H2) , 3.89 
(IH.br), 4. 15(2H,bs), 4.59(1 
H.br). 7.47(2H,m), 7.77(lH.d,J 
= 7.6Hz), 7.89 (lH.d,J = 7.2Hz) 
10077] (^15) 
30 l-[4-(tert-rK»i/yyA>d(::A>T£/)rf 
;P]-4-^DP-lH->(;f-/r4.5-c1#/ 

3-75/-4- [4-{\jeTi-fh^i/:tilVf^zi\,7 

( 0 . 3 84WI ) h nf)mhu/'y 0 . 3 
2ii(i.92iwi)m. ioox;t:mTit 

^/-A'( 1 50: 1-1 00: lv/v)»|iJ|^t:J: 
40 0, l-[4-(lert-rh^i/*/l..-n-A'75/)r 
f/H-4-;DO-lH-'f$f/[4.5-c]i^ 
/y>'0.12g {0.32\m\)iim>m{m 
p: 148-150t) aT»^ 
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[0083] (iaMl8) 

1- [4- {tai-n^yM^n/) 

W -4-;OD-lH"^Sf/[4.5-c]V 
y y 7 On ( 0 . 1 8 7bd1 ) iZK:/i^fi^7 S >'2il t 
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t). 8.02(1H.8). 8.13(lH.d,J-8. 
4lh).8.21(lH.d.J«8.2b) 
[0079] (IIIIM16) 

1- (4*r5yrW -4-»PP-lH->f Sj^ 

v^f4.5-c]»;'jyg>»it 

1- [4" {\M-n^'yM:^ti^7V)7f 
A.]-4-;DO-lHHSf/[4.5-c]V 
ij:/0.10g (0.267m)1) »8HI:>fl'>6iIC 
jlML h>J7;P)rD|li0.21il(2.67BDl)l 

i;tsiti«ijfu^.K«i»iiETMUBi 10 imf)^yv2mit:.mm»m 

0: mwmci^s A'^mv-\ 

- [4- {fcert-rh^>';>;l'<(::n'7Sy) 
-lH-<5fy'[4.5-c]V!ly79«{0.1 
77»l)tMtt{mp:151M53. St) 

2) [0084] IR(KBr)cri:3380. 331 
0, 2930. 1680. 1595, 1540. 124 
5. 1160 

iH-NMR(CDCli)^(l1ii) :1.42(9H. 
I). 1.58(2H.in).2.02(2H.m).3. 
18(2H.m).4.55(2H.t.J-7.4b}. 
4.55(lH.br).4.95(2H.d,J»5.6H 
x). 6.03 (lH.t.J«5.6llz). 7.23-7. 
36(4H.m). 7.47{2H,d,J»7.6ll2>. 
7.51 (lH.t.J=7.8llz). 7.75 (IH. 
30 8). 7.90 (2H,d,J«8.0lb) 
[0085] (XiMl9) 

4-^:/>'W5y-l- [4- (tert-7Ki/;^;i/ 
#Zrt'TS>')rfA']-lH->fsrV[4.5- 
c ] ij ^ 6 7ig ( 0 . 1 5 Owl ) (^Sil Cff 
*»^^^>''')i^-JWI [ 2 05^] 0. 1 5 f ( 

mdwamip.. mmi. mm 



ci }i-mfmj^2mmm 

Emu. ««yxf il.x-f/l' (ttk^tf 1/^ 

mttDxmxu-hixmmis i 

- (4-7S>'rf/l') -4-^'DD-lHHSf/ 
[4.5-c]^y>jy45«(0.164aDl)tlM 

[0080] IR(KBr)cri:3400, 295 
0. 1670. 1520. 1360 
>H-NMR(CDCla)^(ppi):1.51(2N. 
m), 1.96 (2H.n), 2.66 (2H.t. J«7. 
2llz). 3.03(2H.b8). 4.53(2H.t.J 
=7.4lli), 7.56 (lH,t,J-7.4lli). 7.6 
0(lH,t,J«7.5llz),7.97(lH,8),8. 
02(lH.d,J-6.4lh).8.04(lH,d,J« 
6.4fa) 

[0081] (9dtfll7) 

i-(4-7syyw -iH-X5frr4.5- 
1- (4-7syrw -4-;oD-iH->r 5/ 

/[4,5-c]VU>'40«(0.146»l)ti 

y^:^7AmL mrxmiximi 

iN-««kth'j')iJi(iio.5iimfe. tfaj 
mmufj-i^mikix. i-(4-7$ 

/yf/H-iH->(Sf/t4.5-c3dfyyy- 
4-72yi4i|(0.0548aDl)liiltetiA 



(mp : 227-230. 5t (^Ml) ) fcUtfc. « -CftU ^on*;l.A-;<f>^-A'-32Xlli 

Mmmtfif-mymXH. (6:3: Iv/v) ffmiDIBtfHKOilitefl. 

[0082] IR(KBr)cri:3340. 318 7mmiXmimL l-(4-7Syrf 

0, 1650, 1 530. 1400 A') -IH-^ S^/ [4.5-c] ^>"jy-4-7 

>H-NMR (DMSO-di) S im) : 1.30 (2 $yi4« (0.0546ho1) (lifiAStEatll 



(12) 
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a) ^DD»t0.10g(l.lwl)At;i-(3 
y'J>-4-T;:^0.24g (iBol) i^N,N-y;< 

(BDCI)0.29g(1.5vl)mtiatl 

mit, mum. mtivmn, 

9UX1UI-/9J'A^ ( 1 0 : Iv/v) t30iaj 

It:. mmma^LU{H<iiSOi) 

100871 b) ii)t%hm'[3'[{90 
D7tfA')TS/]rDtA']-lH->fSr/ 

[ 4 . 5 - c ] ^ /"J > - 4 - T $ y <0|M* 5 
J-li^S^mH^L 4- {i/7x:^:tWy) 

• mo. 1 4 g ( 0.4 72Mi ) K(fm 
tfmMBmg (0.566aol) 7K 

tftU 1UUtM-i9J-fi^(30: 1-20: 
lv/v)»ffii^WO, l-[3-[[4-(y7x 

neA.]-lH-'fS//[4,5-c]^y«jy-4 

-Ts y 2 oig ( 0. 0 3 64»i ) im^mt 

[0088] IR(KBr)cr»:3320, 165 
0, 1 525. 1 070. 700 
iH-NMR(CDCl3)^ (pw) :1.70(2H. 
m). 1.86(2H,m), 2.19(2H,m), 2. 

27(2H.t.J = 10.4llz). 2.74(2H. 
m), 2.98 (2H.s). 3.39 (2H.q.J=6, 
5Hz), 3.45 (IH.m). 4.54 (2H.t,J = 
7.0H2). 5.49(lH,s), 5.60(2H,b 
s), 7.21-7.36(10H.m). 7.38(1 
H.t.J=7.2H2). 7.51 (lH.t.J«7.7H 
2). 7.82(lH.d.J=8.2lb), 7.89(1 
H.s). 7.90(lH,d,J=8.0H2) 
[0089] (m2\) 

l-r3-(7^'J;i-7 $/)7abr;n-lH-^j; 
l-(3-75y7DW-lH-'fi^y'[4.5 
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f y-A' ( 1 0 : Iv/v) t4l!llftlJL^. tWH 

{•tl, ^nutM'/f/'-f^iB'. Iv/v) lliiai 

wu\^'hixmL \'[^-{7fm 

i/)rDi;A']-iH-fs^/[4.5-c]^y 

'j>'-4-7S>'0.14g(0.474»l)«:ttfe 
tt*(mp : 173-1 75t:) tlX%t:. Mff) 

10 mmf-mxTmm. 

[0090] IR(KBr)cr>:3330, 320 
0, 1630. 1525 

«H-NMR(CDCl!)* (w) :2.?5(2H. 

m). 3.47(2H,q,J=6.5Hz), 4.61 (2 
H,t.J=7.0Hz). 5.47(2H.b8). 5.7 
(lH.br). 5.71 (lH.d,J-10.4liz). 
6.09(lH,dd,J«16.8. 10.4liz). 6.3 
2(lH,d,J=16.8te). 7.33(lH.t,J= 
7.6Hz), 7.53 (lH,t,J=7.8b). 7.83 
2) (lH.d,J=8.4te), 7.92 (1H,8), 7.9 
3(lH.d.J-8.2llz) 
[0091] {m{22) 

l-f3-r[4-(y7x-/PXh:^y)-l-tr^ 

fV-r4.5-cUy»J>-4-75y<^ 
1- [3- {79U7^/) row -lH->fS 
^'/[4.5-c]^y'jy-4-7S>'0.12g 
(0.406WI) tXf /"/HOiltiiU 4- 

(y7x-/MKi^) t'^yyy-fflMo.ng 



30 {o.A27m\) mmmh^) WSuiO. 

h/97-f-t:ftl)i. ;DDJt«n/A-;t^/-rt^(4 
0 : 1y/v) «il!i^i:^OSi><M^li^, mvm 

X-Wh'JfaU"MtfRU l-[3- 
[ [4- (y7x-/l^;<Ky) -I'WJyyTn 
JWU] 7S /] rntA'] 'IH-nr/U, 
5-c]^/'j>-4-75y75«(0.133BO 
l)J:WfelB*(mp:178-1821C)aT1l 

[0092] IR(KBr)cr>:3330. 320 
0, 1 640, 1 530. 1080, 700 
'H-NMR(CDClj)^ (ppi) :1.61 (2H. 
m). 1.84(2H,ni). 2. 1 3 ( 2H.m) . 2. 



(13) 
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[0093] (XIIM23) 

i-r4-(r»ijjur5y)'rw-iH->fif 

l-(4-7S/rW-lHH$^/l4.5- 
c]^/';:/-4-TS:/0.26g(l»l)«rN,N 

-i;;«f/WtA'ATSK30ili:ML. T^I/AH? 

5/ii(i.i«i)a;i-(3-ywrs/ro 

- 3 'XmH'M S K • iWO . 2 9 g 
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[00961 IR(KBr)cr':3370. 310 
0. 2950. 1640. 1530. 1090. 75 

0.705 

»H-NMR(CDClj)^ (pm) : 1.48-1.6 
3(4H,m). 1.77(2H,ffi), 2,01 (4H, 
■). 2.30(2H.t.J=6.0llz), 2.44(2 
H.i.J«6.0iiz).2.63(2H.in). 3.28 
(2H,q,J«6. 51b), 3.37 (IH.n). 4.5 
6(2H.t.J'=7.2lb). 5.42'(2H.ba). 



Wi. ^DDift/l/AtliHt^DDt^A'A-;^^ 10 5.47 (lH,s). 7.21-7.35(11H. 



ynM 1 0 : 1 v/v) t4BIill!L^. tf^MitA 
m»L Cltt (NaiSOi) (I. «£Tffim 

L, 9QUtf^J^'Af/'i\^ (1 0 : 1-8 : Iv/ 
v)jimi:J:0. l-[4"(T;';m>')r 
f;H-lH->fS^/[4.5-c]#y!)>-4- 
74y90ing(0. 291ininol){:IKtfi»^ 
(nip:176-178T:)aTIW:. MM 

[0094] IR(KBr)cri:3320, 320 
0. 1640, 1530 

iH-NMR(CDCli)^(n«) : 1.65 (211. 
m). 2.04 (2H.m), 3.40 (2H.q. J«6. 
7Hz), 4.58 (2H,t,J=7. 2112), 5.50 
(2H,br), 5.52(lH,br), 5.65(1 
H.d,J»10.2lte).6.03(lH.dd,J = 16. 
8, 10.41b), 6.27(lH,d.J = 17.0H 
z). 7.33(lH,t.J=7.6lb). 7.53(1 
H.t,J«7.7b). 7.83(1H.8). 7.83 



m). 7.51 (lH.t.J=7.7lb). 7.81 (1 
H,s). 7.82(lH.d,J=8.0lb), 7.92 
(lH.d.J«8.0Hz). 8.58(lH,br) 
[0097] (»tM25) 

i-r3>rf4-r(4-»PD7ia;^) 7iza> 

;<h#y1-l-W Jy>7n>V>f;H7jy]7 
Dtr;H-lH->fS^/r4.5-c1^/'jy-4 

l-[3-(7;'jn^7S>')TDW-lH-'fS 
2D fy'[4,5-c]*yy>-4-7S>'50i|(0.1 
69m1) %Z^J-I^St^\mL 4- [ (4-; 

D07i-/l^) 7xzmvy] w)i/y'$mk 

60ig (0. 1 78bdI) At^mcXthU'^Al 6i 

s ( 0 . 1 8 6»i ) mx 1 BMntL^* 

(40:1 v/v) ffiiji#CJ:0ltt!lHli:ftl6, m 
[ [4- [ (4-^007iz;i/) 7i:yP;th*y] 



(lH,d,J«8.6lb), 7.93(lH.d,J»8. 30 -\-mi^yTQJiMJ\^]7V]7um- 



Ah) 

[0095] (||iM24) 

'Jy'>7tt/V^/H7£y17^;M-lH>>(£^ 
-/f4.5-cUy»J>-4-rgVg>^ 
l-[4-(7;y/l^7S;)7f;H-lH->(Sf 
V[4,5-c]#yy>'-4-7S;^85ig(0.27 
5bd1) l:x^y-;i<7ill:«)!IU 4- (y7x-/l< 



lH-'fS^V[4,5-c]^yU>'-4-7S>'4 
0«(0.0669Hol)IQfilB3t((mp:170-' 

i72.5r:) atfi^. Mmmf'f 

[0098] ]R(KBr)ci->:3320. 320 
0. 2940, 1640. 1530. 1080 
iH-NMR(CI)Cii)Mppi) :1.59(2H. 
m), 1.81 (2H.in). 2. 1 3 (2H.m) . 2. 
20(2H.m). 2.37(2H.l.J-6.0B2). 



\) mHUMf h^m2Sn{0.302m\)i «) 2.54 (2H.t.J-5.8lte). 2.72 (2H. 

i^iiomit.'^mmixm.m m), 3.37 (2H.q.j»6.4ib), 3.40(1 

mL jilt7A'St;>W07h/97^-t: H.m) , 4.59 (2H.t,J = 7.0lb) . 5.43 

ftLfc.;oo*;l<A-X^y-;K50:lv/v)i (IH.s). 5.45 (2H.bs), 7.23-7.3 

lllli^l:J:OifiWIII:ift,jHMIIHIi-tKhU 4 (lOH.m) , 7.51 (lH,t,J=7.6lb) . 
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l-(3-T5y7aW-lH-^;f/[4.5 
'c]^/r/'A'7V/0.2Az{lm\)i:U, 

iM![o.iiii(i.i»i)at;i-(3-yWr 

5 /mm - 3 'XfiVfjUy^ iY-WL 

Hmms^L W ( N ai S04 ) ft, tfiETS 

hLTPKL. ]-[3-(4-;oDA'r^y^;pr 

$/)rDt;H-lH-'(5^V'[4.5-c]^y 

•Jy-4-r5:^30«(0.0867wl) 

[01001 IR(KBr)(i'>:3330, 320 

0. 1 650, 1 530 

'H-NMR (DMSO-ds) d (ppi) : 1.91-2. 
04(4H,m). 2.26 (2H,t,J=7.4te), 
3.12(2H,q,J = 6.2te), 3.64(2H,t. 
J = 6.6H2) , 4.59 (2H,t,J = 6.8Hz) , 6. 
58(2H.br).7.26(lH.t,J=7.4H 
z). 7.45{lH,t.J»7.8llz). 7.62(1 
H,d.J»8.0i)z). 8.03 (lH,d,J-7.6N 
2), 8.05(lH,br). 8.20(lH,s) 
lOlOlJ {fm21) 

/f4.5-cUy'jy-4-r$y<o^it 

1- [3- {A'9UUl\/ffJU7^/) rot 
/H-lHHS^^/[4.5-c] VJ>'-4-r 
5:/25«(0.0722B0l),4-(y7x-/l'> 

ftt;Di!IW 'J ')A4 0« ( 0 . 2 8 9bo1) it N. N - 

itiUft«(Na2S04)j|,«ETff«KmLit:. 
UUI-^H ^ ; -A' ( 1 5 0 : 1 -7 0 : 1 v/v ) » 
l-[3-[[4-(y7x-;Mh 
;H-lH->f$5^/[4.5-c]^>"j:/-4-r 
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]9(2H.in). 2.29(2H.t,J-7.0H2). 
2.34 (2H.t,J«6.4llz). 2.69 (2H. 
m), 3.35(2H.q,J-6.5te). 3.40(1 

H,in);4.58(2H,t,J = 7.0llz). 5.45 
(2H,bs), 5.47(lH.s), 7.19-7.3 
4 (llH.m) . 7.51 (lH.t.J=7.7te). 
7.82(lH.t.J=8.4Bz). 7.92(1H, 
s). 7.93 (lH,d,J=8.2Hz) 
[0103] {m2B) 

1 - r 3- {B'^uuii^yf/U7i ) ) roe 

/M-lH->f$^/f4.5-cRy'J^-4-T 

l-(3-75yr^l^;^)-lH-^^^^*/[4.5 
-c]#y'J>'-4-r$>'0.32g (1.33»l) 
J:N,N-i?>fM?;l'i^rSK40iH:«SL. 5- 
;ODttt0.15il(1.46«)l)Alfl-(3- 
y;i WS/TDtA') -3-If A';&A'd?y>( S K 
•iltt0.38g (1.99»1) mSfltlWI 
K)B«t*m, l»|XW2liI$/;,C; 
aam-/^/-4^ (1 0 : iv/v) t2ailiajL 

fc. ii!mmm\^. m (Naiso*) 

MTfKU 1- [3- (5-^'anA^yf/>f;p 

rsy)Toe/H"iH->{sf/[4.5-c]^ 
y-4 -7 5 yo . 1 6 g ( 0 . 4 4 5i»i ) law 

iota. 

[01D4J IR(KBr)cr':3470. 329 
0. 1650, 1525. 1395 
>H-NMR(DMS0-d6)^(ppi) : 1.62 (2 
H,m). 1.70(2H.m), 2.00(2H,t.J = 
7.0I1Z), 2.12(2H.t,J=7.4H:), 3.12 

(2H.q.J=6.3H2). 3.62(2H.t,J=6. 
2llz), 4.59(2H,t.J = 6.9H2). 6.61 

(2H.bs) , 7.26 (lH,t,J^7.6Hz) , 7. 
45(lH,t,J=7.8Hz), 7.63(lH,d,J»= 
8.4te), 7.98(lH.br). 8.04 (IH.d, 
J=8.2H2). 8.21 (IH.s) 

[0105] (iatM29) 

l-[3-f r4-(>;7j.z/Mh^y)-l-e^ 
'JyV^V'^y^/M 71 A 70 W -\yi'A\ 

f/r4.5-c]^yijy-4-7$y<o^ 
l-[3- {'i-inxmy'! )W\J)r:Lt 

)H -1 H-/<?^»/r4 q-rl *yilV-il-T 



(15) 
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^OD*jl'A-;(fy-A'(100: 1-^70: Iv/ 

Sy]rDW-lHHSf/[4.5-c]#>' 
ij 4 -7^ 2 0« ( 0 . 0 3 3 8h)I ) 
3|;(inp:152-154lC)kUtlfe. Mm 

[01061 lR(KBr)ci-i:3330. 320 
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*8fa). 4.59 (2H.tJ-7.0h), 6.56 
(2H.bB). 7.25(lH.t.J-7.4b). 7. 

44(lH.t,J«7.4llz). 7.62(lH,d,J- 
7.8IIZ), 7.95 (IH.br). 8.03 (IH.d. 
J=7.4llz). 6.20(1H,8) 
[0109] (XMM31) 

l>f3-r[4-(y7iZA^A»i.)H-tf>< 

f>/f4.5-c]^/'J>-4-TSy^ 
0,2940.1 640.1530.1070,700 10 1- [3- (6-rotMty^A'7S>') miT 



iH-NMR(CDCl3)^ (ppi) :1.50(2H. 
m). 1.64(2H.i).].69(2H,ni), 1.84 
(2H.m), 2.08 (2H.in), 2.19 (2H, 
m). 2.20 (2H,t.J-7.4Hz). 2.30(2 
H,t,J=7.2H2), 2.70(2H,ni). 3.36 
(2H,q.J=6.5ll2). 3.41 (IH.m). 4.5 
7(2H,t.J=7.0Hz). 5.45(2H.b8). 
5.49 (1H.8). 5.94 (lH.t.J*5.8H 
z), 7.21-7.37(nH,m), 7.52(1H. 



/H-lH-'f$r/[4.5-c]^>"jy-4-T 
$:^45ig(0.108«)I).4'(y7iaMh 
^i^l WPJ> • iM6 5« ( 0. 2 1. 5m1 ) & 

ftL^. RJ6ii:*m;Do;ttn^i.T2ilWlL. 

«M (NaiSO*) II. KSmtt^L^. aft( 
A-/^y-/Kl50:l-70:lv/¥)|||ji)^ 



t. J-7.7lb) , 7.83 (IH.d. J-8.4fc) . 2D ClOSMMtfti^. m««l-tKh'JfAW 



7.90 (1H.8), 7.92 (lH,d,J-8.4lb) 

[0107] imi^O) 

l-[3-(6-y^t^ W>^;^7S;)7Pe 

yt>]-iH->r$fvr4 .5-cUy'Jy-4-7 

l-(3-7$>'rDeA')-lH-'fSf*/[4,5 
-c] ^y'Jy-4-7S>0.24g ( Iwl) tN. 
N-2;;(f;l4A'A7SF30iiaWiL. 6-70* 
;^7V>i0.21g(l.l»l)ftCfl-(3-yX 



-hLTfKL l-[3-[[4-(s;7tSrt'/h 

^i/) -1 -e'<ys^yNn/^;i'] rv] roe 

A']-lHHSr/[4.5-c]#/y>'-4-7 
^y28«(0.O462aol)tMKfti9f((fflP: 

1 5 1-1 5 5t:) t ixm. Mmmm 

[0110] IR(KBr)cri:3330. 294 
0. 1630. 1540. 1070, 700 
iH-NMR(CDCli)^(|ipi) :1.31 (2H. 



f^7V7u\:i^f)-%-Xf1\,ij1\,miY'% 30 m), 1.48 (2H.m), 1.63 (2H,m), 1. 

70(2H.m), 1.86 (2H.m). 2.07(2 
H.Bi), 2.17(2H,t,J==7.6te). 2.20 
(2H,m). 2.27(2H.t,J = 7.6llz). 2.7 
1 (2H.m). 3.37(2H.q.J-'6.5iiz), 3. 
42(lH,in).4.57(2H.t,J«6.8liz). 
5.45(2H.b8). 5.50(1H.8). 5.62 
(lH,t,J«6.0lb). 7.21-7.37(11H. 
m). 7.53(lH.t.J=7.7lb). 7.83(1 
H.d.J=8.4te). 7,90 (IH.s). 7.93 
40 (lH.d.J»8.2Hz) 
[0111] (IIIII0I32) 



[0.29g(1.5»l)m.iaTl«iffl 

ft (NaiSO«) 1 IfiEflMmL^tl. iiU 

^f1^%t>^Y^)fxV^Mm. l-[3 
- (6-rot\fty^/P7S/) 70e/P] -1 H 
-rS/y[4.5-cJ#/»j>'-4-7S>'50i| 
(0. 1 20m>I) ^W^m>:lXWi. M9) 

[01081 IR(KBr)cr>:3330. 320 
0. 1 540, 1 540. 1 395 
>H-NMR(DMSO-di)^(ppi) : 1.36 (2 
H.m), 1.52(2H.m). 1.70(2H.m), 
2.00(2H.m). 2.10(2H.t.J»7.0N 
z), 3.11 (2H.in), 3.60(2H.t.J=6. « 
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mn^it, :iicv)xfynv/rx3\:)i' ( i p (ic»itt) mymm, m 

101 r9] 

[0113] (iti»wi) i«n 

2%'<$^tH«i^oM 

80t;i:li8!iU>f yxfT'j>«5 gt*a»}^4 9 

88815 tEll<0^iirC-^ft U S H 0 . 5 g 
mWmit:. iiiiZ. MffM (SOt) LT 

iJ^^fefift7t'jyi9.5g?:Joi.lWfLmi 10 

[0114] {m2) 

o.i2X'jyfD>'V(Kf (j/?r/^ii) 

[0115] {m^^) 10120) (m)34) 

iuwm i^)vm 

itt30a-600gi0»t. Hart I ey*m Mllii4iiOBa I 6/07*!^;^ (ft) «'B*;i^T 

Ishi (Nainyir^ctaiedeberi'sArch. tc, 

I ..B2.2imi986) cj: mttimi:-mt [0121] $r::iiiiioiiB 

jLfcttom^fc. tA^7htiwi«B$i^ft<i. o.9Wtti:thy»)A*»«20iimts')t^ 

^««t*»^»f J5HaS: t<0»f tHai L«t«t - (Demtflptejoidesptm)^ : InternaUoml B 

itStuti/t-H:»t. ft«»ffliK^iia^\ iol<«icils,lnc.;Lot.llo.l46?9) 1 %imL 30il 

t::KO»t^f:a. nti2-3i»i^W» <0;^€yt>fX1f7 hC9L. *?frT, 4000-4 5 

i*li3 7iCML/i5a« (Knte bicarbonat MmL f:^m}:mminVy 

eit:NaCI 1 18.1rf(. CaC li 2.5rf. K t>fXlfc) . ;^tyt>^XLfcii^50■l^)^litf 

HiPOi 1.2iH. KCI4.6IH. MgSO. 1.0 30 trllU iaT3500ni'C5^H5l^ffK iJIt 

iN, NaHCOs 25ri(.|Iuco8e U.lrit, p ^KSbftir^U: (jfffllA) . :(^»2lii9£ 

H : i.b5)iWzif:\oimnm^m nfctinT, »«b. sacH^. nu* (ro 

U 9 5%0i. 5%COi<oa^;!f;^tj|j^l;t. i* Wi!»l3t:i8llf« (3t>li(«) : Seailess C 

mmXgbl. ^mKmmmy ellulose lubinng) »«A. B. ctwnflx 

yXf^-f-mC Surtljypc 45196A) ftl/i L. 4T:T'0. 9 %«ftth'J "i^A^SiltrWU- 

©jrVT (NEC Sawi.lVpe 1236) ^^lT>(y 1 aWtft-'Jt. aW^Ttt, »«A. B. mfy 

9§UH:i'f- (RIKAD0K1 R-50) iCEfiLyi. f^9U%9y^^9H^y h (Protein assay Reafsn 

(01 16li*Ulira inciiation iXHtXf i BCA Kit:PlER(£.lnc.) Ttt^U #'^<^8jKt:50 

Vy ( 1 0-»M) !:ft4LTiRiR]5«:ft/i. Zti9i 0/ig/il<o^w<^'imiJ:3l:. 0.9%ttfl:t 

mtx9vyinfmHm*imf:, L3t. zmmimitt-B ott 

[0117] t^^syi«Baii4itia*c. >(s mmt. 









>io-*M 






»III22 




1111124 


4.0xl0*'lll 




1.9xlO-ni< 


num 


3.4xlO*»M 


»M31 


2.2xlO*»M 



(17) 



m¥9*208584 



31 



32 



ifi4 8i«i8ittciittKE3CJ: ^r^xmim 
mmms ^^-rynm^^iam 
mmitz, mitmi oxm^^-^^) 
ym (3-->'/<oi SMimm) cwiis 

if:ifinXf^^y rmf^m. (i^mnit: 

tfm2m}.mtiim^t:) . m*mku^ 

Mi (4001) r. mia^ii^mim^ 
-mmmism) /mmm 

t))xlOO 

l0127]mM4^ 

(ffl^fiffi : OocliBive dressing tedniqoe* 

12 



• (ODT) ) 

n imm) ma. nmt)iimH 

2ei|!|^C:i«U!. tf^Ci«lf:iaJ:5C97 
Tiimmr-r (JohMOfi t Johm KDICM. IN 

1 0 1 28] ifillS-^B iWm) 

mm 

[0129] (2)tti 

2%>f ^^{KRf. mmw)2ms o.i 
2%m^f3tfrymmmnfzws;7 
mimmsmthmmm. 3c 

» [0130] 
(«2] 









»ifi 


8 






f-tc 










& 


Mii±ia.i( 






6 


mt S122 


7ILI7 


nM220fl:M(2xl:ff) 


5 




54. a 


0.12XBi»^^;t^/>lt| 




m.6± H.M 


49.(7 



[01311 



«8 



i i[ft3] 









MHKH 




2 


11 Nil N 




•m 








ittltff (ait) 


7 


m.42t 7i.n 




»MI22HHl(2Kftff) 


5 


217.40i AS 


4141 


IQM240ftMl(2m) 


5 


51.101 ILI 


UN 




5 


235.Mll7.il 


N.N 









(11 

33 

-.4 3(8), P1099.1994) . P/b%. HfiW 
V/ (OVA) \uttm^TI\^^=-WlV (alia) 4 

MgovA (20/ii) uizamit. w&^ii^^ 
mmtmmff:. lo 

[0135]OiM41^ 

(CMC) CiilL, iS24l«an}t 2^ceQ 

ioi36iiiit!*(%) = { mkmrnH-t 
(mu-^mmMmff)n:h) /ova 



) «»lff9-208584 
34 

«A) )X100 
[0137] (2)fij|l 

«4{:intl'}. IQt«22i0fl:^32^(0li 

^|l|MO>(S#tHJ;0(>j|<m!IL^ 

[0138] 

[114] 

i4 







w 












«8 






4 


0 


16.4 






4 


91.6 


100.0 






5 


28.6 


41.4 




23.8 


64.4 



[0139] 

mmi>u. ifmn mm., tt^ 



(72)^ i« 



iS ANSNERlOFl CAPLDS COPYRIGHT 2000 ACS 
AN 1997:542873 CAPIUS 
ON 127:248129 

TI Praparation of i]&idazo[4,5-c]quinoline>containiiig asides and thair 
intemadiatas and phamcauticals for atopic demtitis 

IN Nanba, Ryoichi; Ishii, Takao; Niihida, Hitoshi; Iizu)ca, Talcao 

PA Teruino Corp., Japan 

SO Jpn. Kpkai Tokkyo Koho, 18 pp. 
CODEN: JKXXAF 

DT Patant 

IiA Japanese 

FAN.CNT 1 

PATENT NO. mo DATE APPLICATION NO. DATE 



PI JP 09208584 A2 19970812 JP 1996-13113 19960129 <-- 
OS MARPAT 127:248129 




AB Title compds. I (X « H, halo; m = 1-9; n s 2-12), which show eosinophil 
infiltration inhibition and antihistaminic activity, are prepd. Eight 
types of intermediates for I are also claimed. An EtOH soln. contg. 0.12 
g l-[3-(acrylaitdno)propyl]-lH-iiiiidazo[4,5-c](iuinoline-4-aitdne (prepn. 
given), 0.13 g 4-(diphenylniethoxy)piperidine.HCl, and NaHC03 was refluxed 
overnight to give 75 mg I (X = H, m = 2, n = 3), which in vitro inhibited 
histandne-induced contraction of tracheal muscle of guinea pig with IC50 
of 3.4 .times. 10-7 M, vs. 1.5 .tines. 10-7 M, for diphenhydranine.HCl. 
An ointment contg. I was formulated. 



